Imiquimod and curetage for the treatment of molluscum contagiosum: a comparative study
RESU MO
It is a universal infection, with higher prevalence in tropical areas and higher incidence in children, also affecting sexually active and immunodeficient adults. 3 Transmission occurs by direct contact, contaminated fomites and auto-inoculation. 3, 5 Clinical presentation is with small, sessile, firm papules with umbilication. The diagnosis is clinical because of the appearance of the lesions and, when in doubt, histology can be useful. [6] [7] [8] Although benign and usually self-limited, the lesions can present some complications such as inflammation, pruritus, eczematous inflammation, secondary bacterial infection and permanent scars. For these reasons, treatment of the lesions is recommended. 2, 3 Different approaches for this infection are described in the literature, including observation only, since it can have spontaneous resolution. 5, 9 Many studies mentioned curettage as the most effective technique, with lower rates of recurrence, considered as gold standard for the treatment of MC in many studies; however, there is no consensus on the best method. 1, 4, 7, 9, 10 Regarding treatment choice, many aspects should be considered, including effectiveness and recurrence, secondary aspects such as physical and psychological tolerance to therapy, patient's or guardian's preference, financial situation of the family and the time availability and ease of access to the medical practice. 11 The most commonly mentioned treatment techniques in the literature include cryotherapy, curettage, laser and the topical use of multiple substances, the most common ones being tretinoin, potassium hydroxide, imiquimod, cantharidin, trichloroacetic acid and a combination of salicylic and lactic acid. 3, 8 The objective of this study was to evaluate the efficacy of imiquimod for the treatment of MC alone and associated to curettage, highlighting the effectiveness of the treatment, rates of complications and assessment of the level of pain during the surgical procedure.
METHODS
A prospective, longitudinal analytic, single center study of 30 patients submitted to treatment with imiquimod and curettage of MC of extra facial areas was carried out. The study followed the ethical guidelines from the Helsinki declaration. Treated patients were followed up on the system of the practice.
a) Selection of patients -Inclusion criteria
The patient selected for the study should have, compulsory, MC in extra facial areas. We included cases that were not treated for the condition for more than six months.
b) Exclusion criteria
Any patient who had previous treatment for MC lesions less than six months before the beginning of the study, bacterial infection on the site, history of allergy to the formula component and patients who did not want to be treated with curettage at the end of the study were excluded from the study.
c) Technique Division of groups and Imiquimod use
Patients were randomly divided into two distinct groups: Group A or Group Case Study was made of 20 patients using imiquimod 50 mg/g (Ixium ® , Farmoquímica) sporadically and localized only over the MC lesions, applied with a cotton tip Cotonete ® (Johnson & Johnson) and covered by micropore tape. The product should be in contact with the lesions for 8 hours and should be applied three times per week (defined as Monday, Wednesday and Friday), for 6 weeks, with a total of 18 applications; Group B or Control Group, made of 10 patients who used cream base in the same way, length of exposure and total applications as those selected in Group A.
Curettage and Scale of the level of pain
In week 7, after using imiquimod or cream base for 6 weeks, patients were treated with curettage of the MC lesions. This was performed with curette 4 after topical anesthesia with lidocaine (70mg/g) and tetracaine (70mg/g) cream under occlusion for 30 minutes on each lesion. Over the curetted lesions, micropore tape dressings were applied.
d) Statistical analysis
The sociodemographic variables included were gender and age. The MC lesion count before beginning of the treatment, 6 weeks after imiquimod or cream base and 6 weeks after the curettage; description of the adverse effects during the use of imiquimod or cream base; level of pain reported by the patient during curettage were used for the evaluation of the study according to the following stratification:
Pain zero: absence of pain during the procedure Pain 1: mild pain or discomfort Pain 2: tolerable pain and would do it again if needed Pain 3: unbearable pain and would not do it again The level of pain was analyzed the t test for 2 independent samples, with equal variance and normal distribution
RESULTS
The study was conducted with 30 patients, 16 female and 14 males. Mean age in years of Group A, with 9 female patients and 11 male patients, was of 8.0 with a range between 6 and 11 years. Group B, with 7 female patients and 3 male patients, the mean age was 8.5 ranging between 5 and 12 years. The distribution of the lesions was: 52% on the trunk, 37% on the thighs and buttocks and 11% on the arms. After statistical analysis of the data by total number of MC lesions and plain percentages, we highlight the following findings after comparison of the 2 groups: the mean number of MC lesions (Graph 1) in Group A in week zero was 18.75 lesions, 12.95 lesions after 6 weeks using imiquimod and in the 12 th week (6 weeks after curettage) 0.3 lesions; in Group B in week zero was 16.4 lesions, 17.2 after using cream base for 6 weeks and in the 12 th week (6 weeks after curettage) 1.4 lesions. Results in graph 2 show the percentage of variation of MC lesions by time: Group A had a reduction of 31% in the number of lesions in the 6 th week, with a remaining 1.6% of the total lesions of the beginning in the 12 th week, with an efficacy of 97.6% for curettage; Group B had an increase of 4.8% in the total number of lesions in the 6 th week with a remaining 8.5% of the total of lesions of the beginning in the 12 th week, resulting in an efficacy of 81.1% for curettage in this group. Graph 3 shows the mean level of pain during curettage in degrees as described in the methods section between 0 and 3 for all patients of both groups. Group A had a mean level of pain of 1.8, while Group B had a mean level of pain of 3.0. the reduction in the level of pain was statistically significant, with p<0.001 in t test for the group that used imiquimod before curettage. The related adverse events were: in Group A, 20 patients had irritation, 20 erythema and 3 edema with the use of imiquimod and in Group B there was no adverse event during the treatment.
DISCUSSION
Molluscum contagiosum is a common viral infection of childhood, affecting mainly children in school age. It manifests clinically as sessile and umbilicated papules almost always on the trunk, limbs and genital area, what was also seen in this study.
The lesions are characterized by being self-limited, with spontaneous regression from 6 to 18 months.
Treatments are divided into destructive, immunomodulators and antivirals. For being the most common, destructive treatments are the most reported in the literature, from topicals such as the application of potassium hydroxide solution, cantharidin, tretinoin, salicylic acid and lactic acid, to procedures such as curettage and liquid nitrogen. However, the treatment with immunomodulators has good responses for the treatments of other viral skin infections, such as topical imiquimod and systemic cimetidine. This research showed a 31% reduction in the number of MC lesions in Group A, that used imiquimod three times a week for 12 weeks whereas Group B, that used cream base in the same way as Group A, had a 4.9% increase in the number of MC lesions. The results here found indicate imiquimod is superior to the other classic topical therapies, such potassium hydroxide, that had a level of efficacy of 25% in double the application time (12 weeks) and did not show total clearing in any patient when used as 5% by Schmitt 12 and as 10% by Machado 13 . However, it also had inferior results when compared to invasive dermatological procedures such as curettage. [12] [13] [14] The second objective of this study was to evaluate the level of pain by a numerical scale detailed in the methods section during curettage, to which all patients were submitted for the lesions that remained after the first period. Group A had a mean pain of 1.8 in the numerical scale, whereas Group B had a mean of 3.0, with a statistically significant difference. This observation could be due to the stimulation of the cellular immunity by imiquimod 5% cream, leading to an inflammatory epidermal reaction also found in other studies, 15 what could make a destructive treatment easier and less painful, besides the elimination of the virus.
After curettage in week 6, a new MC lesion count was performed in week 12, with data pointing to a clearing efficacy of 97.6% for Group A and 81.1% for Group B. this difference was important because it is an auto-infectious disease, with transmission via fomites or direct contact to other children is in accordance to the literature, that demonstrates levels of efficacy of isolated curettage between 61 and 100%. 16 This higher rate of elimination in Group A was probably due to the immunomodulating properties of imiquimod on the viral lesions and by the fragility of the inflamed skin. 15 Regarding side effects during the 6 weeks, in Group A, all patients had irritation and erythema and 10% of edema on the application site. Group B did not show any adverse event. Color changes, formation of blisters, secondary infections or scars were not identified in neither study group. The adverse events were mild and expected, in concordance with studies with imiquimod in the literature for the treatment of MC. 16, 17 
CONCLUSIONS
Regarding molluscum contagiosum, the scientific background for the initiation of a therapeutic intervention still have not reached a consensus in the literature, leaving doubts to dermatologists about which is the best decision to make in terms of performing or not an interventionist treatment, as well as a topical therapeutic option before surgical procedures. Even though observation can be an option, many parent and patients prefer the fast resolution of lesions with the aim of relieving the discomfort, control dissemination of the lesions, prevent the development of scars or secondary bacterial infections, and also, be used by aesthetic and social reasons. This study showed positive and satisfactory results in comparison to the control group, with a clearance of 97.6% of the MC lesions and reduction in the level of pain during curettage, the most described surgical procedure in the literature, with the association of two distinct types of treatment, imiquimod as an immunomodulator and curettage as destructive. This way, we conclude that the association of imiquimod 5% cream with curettage can be an important therapeutic option for daily practice. We highlight that more studies in the literature are important to confirm this observation. l
